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D3m I.ew.l Deputy Commissioner Fricximan:

The Anwriciln AcLLdenly of Pediatrics (AAP) was pkasecl to assist tk I;ood at]cl
DrLJgAdministration in its cflixts to develop a list of drugs for which additional
pediatric information tnay produce health benetits in the pediatric population.

The AA(’ applauds several components ofthc list released on May 20. ltI
issuing (1w final Iist. FIIA formally embraced a critical concept king-sought by
the AM’ -- thrd any drug appToved in adul 1s ~or an indication that occurs in lhe
pediatric population may have the potential for offering a health benefit to the
pediatric population i’uld therefore is considered to be on (ho list.

(n addition. the 1’L)A states that stuclics in support of an appl ication for approval
of a LIWthiit is CLIrr@Illy 110[ Llpproved ill Lldlllk+ may be eligible [or Cxciusivity
under lhe pedi rttric studies provi sictn of the Food and Drug Mwkrnimtion and
Accountability Act ()[”1997 (F13AMA). This is scon as a critical compmwnt of
written rcqumts thal the Secwtmy malw to ph.armaccutical companies.

[t is impc.)rtsnt to acknowledge, howcvm, that the criteria for inclusion of drugs
017 Ihe priority Ii.sl remains troubling. A meawrt! of’ S(),()()0 pn?scriplion
nwntions pm year may exclude children with scxious but infrequent diseases
SIICIIas cystjc fjbrosis and metabolic diseases such w uystinosis or
hypothyroidism.

III gmera], the list released on May 20 is an important stq in the advancement
of therapeutics for children. ‘[’heIWAMA law required [he rapid production of
LLIis( of drugs LOqua]i [y For poltmtial rnarkct cxclusivit y under section 111 01 k
law. Ideal Iy. the list of drugs slM)LLldhave been mlcasccl in conjuncticm with
iml usky guidrmcc on the use of the list. i Iowevw, the AAP bchmws that a brief
delay in issuing guidance is acceptable in order to ensure thal the docunltmt
provides a llwrough and clctailccl approach 10 outlining the scope :ind nature of
ped ialric studies of drugs Llll&r this section.
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As lT(lAdeve!ops lhegui&ncc,AAP recommends the following:

Tile Ni~lL~eallcl ScopcofPediatrjc Studies: The intent oi’thcncw lawis to improve pediatric
practicc fortl~c ultimate l~ealtll l>enelit fJ~cl~ildren .wdado1escel]ts, Tothatend, anystudythutis
adequate to support pediatric labeling for the relevant pediutric indications and pediatric
populations shcmld qualify for extension of patent exclusivity. The 1994 mlc that was intended to
s(imulate labeling illustrated that pediatric studies may bc conducted, yet not bc adequate to
qualify for labeling. Any study that is adequate for Iuheling should certainly receive the reward
{)[’exknded market exclusivity,

The AAP recommends the following information be included in any written request for studies
qualifying (in-market exclusivity made by the Secretary. ‘l-heAAP urges that the Secretary
develop w~illen requests with the following attributes and obtain input f~om outside pediatric

--

-.

scope of studies requested will be indication and drug specific;
studies requested may include approved and not approved indications;
agc groups or stages 01 childhood maturatirm that ncxd to be studied;
Iype of puhlishcd and unpublished prior data that would he acceptable to
LhcFDA to support the application;
number of chi 1dren with analyzable datti for WIChstudy;
type of studies (e.g., duration, PK. dety and efficacy where
appropriate, etc.):
the size and number of independent trials should be stipulated; .
time frame for completing studies;
scope/cuntent of report that will be submitted to the Secretary;
the issue of development of new formulations, if needed for the study of a
particular portion/s of the pediatric population, should be considered.

Depending on thedrug and the age populatiords that need pediatric sludies.. there
for developing a formulation as part of the study (SLICIIas development of a liquid

preparation where one was nnl available before). Formulation should be part of study
requirements when neccssm-y for the targel population. Historically, the lack of age-appropriate
formu!utiuns has been a significant bloc!c to getting drugs stuclied and Mwled for children. The
FDA shcmld consider, on a case-by-case basis, whether development and testing of a new
formulation that is more than a change in concentration should quulii’y for market exclusivity
extension.

__’_: The standard for “completion of the study” should include not only the
submission of dt.ila hut a requirement thal the data be tumlyzcd, assessed. interpreted by the
nmnulhcturer, and then be judged and occepkd by FDA. The more completion of a study in
children should not necessarily qualify for extension of mwkel exclusivity. Studies must mlht?rc
to principles o 1“scientific investigaticm that uti Iize udequate and generally accepted study design
and population si m nteded to wxuratcl y describe u drug product (age-specific kinetics,
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dymmim.efficacy, andsafety) and mectthcneeci for infmrnationtha( wi!lilllprove lhel~ealtl~ for
aptmticular pediatric population.

Purthcr, allhough current regultitions require the reporting of adverse affects of medications
during investigation for the protection ofthe patient and the company, ineffective treatment must
he reporteci as well. ‘l-his ensures lha~ ptxlialriu patients will not receive meciicii[ions
denwnstrutecl t{) be ineffective and thus be ctcprivcd ot’a more cffcctivc tmatmcnt while rccciving
one that has been demonstrated not 10 be effective. [n other words, labeling shouid also rejlect
WIICII a drug is IIOt effective (m u pediatric indication or age group when that in form~ttion is
based on wel I control led studies. Significant consideration must be given to what becomes of
the data, particularly if the data have a ncgati ve impact on drug USC. Avenues of disseminating
this in h-tnation must be explored.

Ckmrncmly accepted scientific principles and ~gotocols: AAP would urge the FDA to set w-iteria,
as part o Fthe written requesl f~}rpediatric studies, consistent with its long tmm commitment to

high standards Ibr investigation of drugs and meeting all existing (11.,P,(WP stt-mdnrds and the
AAP Guidelines for the Ethical Conduct of Studies to Ev.a.luatc Drugs in Pediatric Populations.
~riterin should also meet all current regulatory standards for studies intended to support an NL3A
or SNllA submission. An UU3’s approach for studies should receive cmeftd review 10 ensure
that parents do not receive coercive rewards for volunteering their child to participate in drug
studies.

Speci tic considerations should irwl ude, but not be limi led to inclusion of an adequate number of
pediatric paticnls to delermirw the outcornc, how 10 handle a study when data me uninterpre(ablc
heuaLIse of a prnblem wi lh technical analysis. and how to deal with failure of the sponsor to
complctc studies in all the pediatric age groups identified in the written request.

“I-bus,pharmaceutical companies should not be able to completely control the process and extend
market exclusivity l(}r studies in children that may be inadequate in poww to accurately rctlect
kinetics, establish optimal dose, or assess the outcome variables.

We thank you for the oppofiunity to o!ler these recommendations and would welcome an
Opporlunily to further &SCLISS lhis isSUCwith you and your staff in the ~utu~e.

Sincwel y,
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President
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